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(54) mWV&W] VEGFSWfHSSSH 

(57) mm] 

rtas: (1) 

[flii] 



/l^S-efc5 0 ) , YiiO, CONH, NHCOXBNR 
* co I** I '.IT'?? $ ti 5 i££ #a^5> t LXfttt ZkZW 

m t+zv eg F&mmmmi. 




£\ R 4 i47.kJ!tMT\ OR 9 3?JiC0 2 R 10 (rr-e, R 9 
S.'0 ! R 10 }4*SgM^X}4C 1 _ 6 T^dr^a) , AfiS 

C^aT/V^/VS, ^^-/VC^aT/V^/WSXfi (CH 
2 ) m OR 16 (mft2Xft3, R 16 (i7KiffJS^3?.i±^ b^r 
WfvVg) XiiO, CH = CH, CO 



[nw&a i ] Tiaa ( 1 ) 
[fti] 




(l) 

(D R 1 Ht**JR : f : xH:c 1 _ 6 r^A«-eab 

R 2 tt**J©^ C 1 _ a TA'*/i'*, C„J/?pW 
/v-c 1 _ 3 r/i"Sf-/i'S, 7i^c 1 _ 3 7;i/^;vl, ch 2 
co 2 R 5 C;^ R 5 (l**M^ilc 1 _ 6 T;w^S 
Tfc5„ ) xttCH 2 coN (r 6 ) r 7 (rrt, r 6 & 
tFR 7 i4^n€ti7X»MT'X(iC 1 _ 6 r;P^^£-efe 
5o ) 

R 3 i4C 8 _ 25 T/V^vS, (CH 2 ) P C0 2 R U 

X\ p i± 1 ~ 2 0 (DMWt, R^HTkiSMT-XtiC^eT 

/Vdr/V*-e&S 0 ) 3?J± (CH 2 ) 3CONHCH 

(R 12 ) CONHR 13 [rrr\ R 12 ii**ICT-XfiC 
h 2 co 2 r 14 (rrx?. R 14 ii*^Jf^XteC 1 _ 6 TA' 
^/Vg-C&So ) X&ZtlZ&X'h*) , R^ttC^oT 

/v3r/pmx*&5 0 ] xm^n^mxh<o, 

R 4 ii7KSIIT\ OR 9 X(4C0 2 R 10 R 9 ^^ 

R 10 tt j t*i j en**s j f : xn:c 1 _ e rA'^yn;-c*> 
5 0 ) -cS£ft3^fc^ 

Af4S (O) q R 15 [iif, qttO, lXli2T?& 
<), R^iC^T/I^^g, ^^^VC^gT^^S 
Xi4 (CH 2 ) m OR 16 mtt2XS3tJ)0 ) 

R 16 tt7k*s?-xti^ h*->yf-/n;T?as>5 8 ) xmts 
tizmxhz, ] -eae^nss, Ties; (2) 
[ft 2] 

z v 
(2) 

R 17 f4*#f«K C0 2 R 19 , CH 2 CO 
2 R 2( \ CH 2 CH 2 C0 2 R 21 XttCH=CHC0 2 R 22 

ttttc 1 ^ i TA'*A'mtibz. ) x>mztizmx& 

9, R 18 i47X*^X!4C0 2 R 23 (rrt?, R 23 tt* 

Y ' iiO, S3U4NR 24 R 24 ji7KPgJ!g 
^XfiC^eT/v^/vST-foSo ) T*fc<9, ZliCHX 
i4NT-fe5 0 ] t?«$Jx5£, XttTtaS; (3) 
lit 3] 




(3) 

Kf, R 25 (±7k»JS^'X(ico 2 R 26 r 26 
!4**JS^XI4C 1 _ B r>'V^/V*T?S)S. ) T**£ft<5 

XfiCK ip-8£-£\ CH = CH, COXItNR 27 

T\ R 27 t4**^Xi4 t h *i/%;v-$~;vmx>h 

5. ) -es*^5S-e&») (fib, a#s (o) q R 15 
-c&vit, xBcofftv\ ) , 

YfiO, CONH, NHCOXiJNR 28 R 2S 

[11**12] a (1) fcisvvr, Aff\ a; (2) (S: 
«f», R 17 , R 18 . Y ' RT?Zi±ntimtmMmxh?> 0 ) 

(3) (is*, R 25 t±MfBi:^l;i«T*fc5 0 ) "C 
S^tvSS-Cfe^, Y^O. CONHXttNR 28 (R 28 

nwmtmmMx&& 0 ) xm^n&mxhzn&iKi 

I2«CD V E G F g&fttttnm, 

[»*«3] ±e* (1) dSTiaa; (4) -c^sn, 

[ft 4] 




C0 2 Pf 

(4) 

* (4) iCfc^T, R 1 *S*|gm^XttC 1 _ 6 r/^A'« 
-Cfot), R 2 ^7K^Jl : f-Xi4C 1 _ 6 T/V^/vS-T?fo<9, R 
3 r-C B _ Z5 T^^mxhV , R 4 ^7K«M^T'fc9, A 
(2) OS;*, R 17 , R 18 , Y'3fcWZtt«fffitH 

«*-efe5 0 ) xfiS; (3) (s;*, R 25 (4tfifEfc^« 

©«E»-e*> 5 W*I1 2 IB*© V E G F 
[|»*84] a (4) Kjsv^r, A^TEA (5) 
[ft 5] 




(5) 

(a;*, R 17 , R^&tFY'iitfjwat^Stt^feS) -e 
* s 5 3 ta«© v e g f %®mm 

m o 

[W#f 5] a (5) m&vvr, r 17 ^co 2 r 



-2- 



19 (r.r-c, R L9 fe&mw. : 7-Xfec 1 _ e T?v3r/vm-?& 

Jl 4 IB*© V E G F S^frttfeWJo 

[»*«6] * (4) mjJWC, R^SWgtPCfc 
9, R 3 ^C 14 _ 22 T/Vdr/VST'fci9 , R^^pjfjg^-T- 
feD, A^S (5) (^tp, R 17 (*C0 2 HT-fel9, R 
18 i4**JS^--efe <9 , Y'fiO, S, NHt?feS„ ) t? 

* £ ft s 5 5 ia«© V E G f g*frjsjrt 

[f**3S7] s: (4) ^Ttas; (6) -e^Sft, 
lite] 

(6) 

s (6) k^t, R'ii^mmi-X'h'o . R 2 &7kmm 

R 4 ^**M^-tfe 9 , ARTIES: (5) 
[ft 7] 




(5) 

R 17 (4co 2 H-efei9, R 18 t4*^J5^--efc 

1 l©S«-C&S»#*3ffi«©VEGFg*fl^ 

[f»*3S8] * (6) (c^^^^r, xaMMS-S-cfco, 

n^2ffe5 tt*3l 7 |B*» V E G F 
[ft*3S9] a; (i) k*svvc, Atf*S (O) q R 15 

(::■?, qSu«R 15 (±mrfai^«»r'fo5„ ) -cat* 

ft 5 & 5 1 IB*© V E G F gSftt^Jo 

[«*sio] * (i) ^Tias (4) -e^sn, 

[ft 8] 




5$ (4) ^*JVT, R^s^JS^XtiC^eT^/vS 

& CH 2 C0 2 R 5 R 5 (i**IS^3?.i±C 1 _ 6 
T/V^/VS-C&5„ ) T'^$tl5SX{tCH 2 CON 
(R 6 ) R 7 (^T\ R 6 &l>*RWft^ft**S^X 



ilC^T^^S-efeSo ) X$i£hZ>MXh<9, 
R 3 ^C 8 _ 25 T/V^/VS, (CH 2 ) p C0 2 R u 
T\ piil~2 0»II, R^toMfS^XttC^T 
/Wdr/VST'&S 0 ) X*3i:£tl6MXte (CH 2 ) 3 CON 
HCH (R 12 ) CONHR 13 R 12 ffckliffH=- 

XftCH 2 co 2 R 14 (;:f, R 14 f4**f^xtec 
i^T/v^vST^S. ) T*£ft5*T?&rK R 13 « 

R 4 ****^, OR 9 X!4C0 2 R 10 Cif, R a RTf 

5„ ) -eg^ftsi-efef), 

a#sr 15 R^ttCj.gT/w^S-efe 

5 0 ) -C^$tb5S-eS>9, 

X^O\ HM£-g\ CH = CH, coxbnr 27 (:i 

5o ) -C*£ft3£-Cifc»), 

Y/S>0\ CONH, NH C OXliN R 2S (^^T\ R 2S 
f±**JB J fXH:t-^h*'>'*A'#=/pa6"Cfc5 0 ) "C 

n#0~l 5©S*l?&Sff*«9E«WVEGFg^ 

[lf*ili i] s£ (4) t&^-c, R a ^7KJgJl^-e 

CH z CO z H-e& <9 , R 3 ^c l4 _ 22 T^^r;^-efe 0 , 
R 4 ^*^JS^ -e* 5 f*#* 1 0 |H*ro V E G F 

2] a u) asTE* (6) -csasn, 

[ft 9] 




(6) 

S (6) K^T, R 1 ^^lS^-e&(9, R 2 t^mW- 

71=^0!^*^ CH 2 C0 2 Ht!> 
§jx5SXIlCH 2 CON (R 6 ) R 7 Crt, R 6 Sr/ 
R 7 tt^^m*^^Xi4C 1 _ 6 T^^/PS-Cfc5 0 ) 

R 3 & c 18 r/>^/nt?fe 9 , 

R 4 ^^^-XftOR 9 R 9 tt**^3ltt 
C^T/l'^r/Ht-feS. ) XM^th^MXh'O , 
AffiSR 15 R 15 teC 1 _ 6 77V3vl'S-efc 
5o ) T3l£ft5ST-&<9, 

X^G\ ip.ig-g\ CH = CH N COJUiNR 27 (m 
T\ R 27 t±**JS^-Xi± t-zfb *i/%;Vi£~;Vg i X'h 
5„ ) T-*$ft£»T»&9, 

Y^O\ CONH, NHCOXIJNR 28 (^rT\ R 28 
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ntfSO~l 5©»-Cfe5ff*Jl9fB«©VEGFS^ 

[»*3Si 3] st (6) fcsswr, R 2 ^*iKx 

Y^OT?S)9, n^lXft2T*fc5B* 
II 1 2 1Ef&© V E G F g*#:S^J„ 

fOVEGF g^ff firRSJ Sr^tr £ fc £ 1 1-5 V E 

[fit**! 15] V E G F tfSBB#1-a£ftaS, HJSStt 

[0 0 0 1] 

Mteii^H^ -Cfe 5 V E G F ©g^f£-©*£^£|fi*1- 

5 VE G Fg&ttfStnSU-M-fS. 
[0 0 0 2] 

[!£*©&#?] VEGF (vascular endothelial growt 
h factor) fiJkVrt^H^t-^feX^^'ttoOi^V^ieJlSia 
*T?*> 5 , VEGF t 

ft ^©£SWftifct$T£^:^T^4Wi&#J£Wc b 

T^3 0 VEGFCQg^fri LT^, Flt-1 (fms- 
like tyrosine kinase) M'KDR (kinase insert do 
main containing receptor) /JSfg'g £ftTI^6 (Advanc 
es in Cancer Research, $6 7|, |281 H-^3 
1 61, 1 9 9 5^) 0 VEGFt ^©g^f*!*, £M 

(Advances in Cancer Research, % 

6 7#, S?2 8 lH-ff3 1 61, 1 9 9 5*P) ft if© 

idS*lft£*vC^3„ 4fc, VEGF fc-?:©S^ft:i4, 
jiLl ! *f*fc*lfei4*< , iltiSijiffi/Ciii-fcM^UTV^ 
S^t^jfflfjn-CV^o VEGFtiSJkfSifittfljl 

(4, SttMTKl^^iLSSIsfc^SBfwffi^It (J.cn 

n. Invest. , ^104$, f 161 3l-f 1 6 2 0 
I, 1 9 9 9¥) ft^««6tJ««(cM^LTV^ri:^ 
Tj^ti/O^o Lfc^oT, VEGFi^fflS^i 
©^^PlW-fSWii, VEGFfcJ;5?HI$ftlM?3r 
£^ii^LTV^«*©^S©?6ie,S:lJ ? VEGF(:: < £5 

Awaits jtasas ^ l r v ^ ft ffi«©ak#^#ffl 

[0 0 0 3] 

imwmm^zo t^zmm] *isiB©ge<jtt, ve 
GFiao t i§« $ ns aw 

Xt5 V E G F t i o Tf|# S S Jt^ailttSJt ^ 



1- 5 ^e^*© * © v e g f ^Mm^Kn 

[0 0 0 4] 

«^Ji±, TIBS: ( i ) 

[ftlO] 




(1) 

[0 0 0 5] {S; (1) tp, R'tt^igT-XftC^gT 
;Wdr;vS-efci9, R 2 il7jc*M?-, C ^T/V^S, C 

;Wdf-;vS, CH 2 C0 2 R 5 (m?, R 5 i4**ig?-X» 
C^T/WJr/Ht'fcS. ) X(iCH 2 CON (R 6 ) R 7 

R 6 s.t>'R 7 i±^tLm**M^X{4c 1 _ 6 r 

;v+;vST'fc5„ ) T'*$^LS«r*fe 9 , R 3 f4C 8 _ 25 
T/V^/VS, (CH 2 ) p co 2 r" (r^r\ p(41~ 
2 0©g$:, R 11 I4tK^1S : ?-XI4C 1 _ 6 T/V^I'*-C& 
5o ) X^Ztl&MXli (CH 2 ) 3CONHCH 

(R 12 ) CONHR 13 R 12 t4**MT-XE4C 
H 2 C0 2 R 14 (r^T% R 14 i4*SgS J f-X(4C 1 _ 6 T/V 

/^/us-efe^o ] tsiftas-c*?, R 4 i**^js 

^ OR 9 X»C0 2 R 10 Cif, R^l^R 10 ^-?:^ 

^S-efc 1 ?, AttS (O) q R 15 [r^T\ qi40, 1 
X«2-efc*9, R^ttC^gT/V^/vS, 7 n: C x _ 3 
T/V^/vSXi4 (CH 2 ) m OR 16 (m?, mi42X» 

5. ) xm£ftz>mxhz 0 ] -c^nss, Ttas: 

(2) 

[0 0 0 6] 
[ftll] 




(2) 

[0 0 0 7] [SttF, R 17 tt**^, C0 2 R 19 , C 
H 2 C0 2 R 20 , CH 2 CH 2 C0 2 R 21 XBCH = CHC 
0 2 R 22 (rrt, R 19 , R 2 °, R 21 S.T^R 22 (4^r^ 

It-fct), R 18 ii7K»MT'Xttco 2 R 23 (rr-e, R 
"tt^JB^xttc^T^^-cfcs. ) xmzn 

Y'iiO, SIliNR 24 d^T*, R 24 fi 

^m^-xtic^T/v^m-vhio ) x-h'o. zti 

CHXiiNT'fcSo ] r-*Stl/S*, XttTfBS; (3) 
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[0 0 0 8] 
[ft 1 2 ] 



(3) 

[0 0 0 9] [5£ip, R 25 iJ*iI^XI4C0 2 R 
26 R 26 [*7K*il^-X!*C 1 _ 6 T/V^/W*T& 

5o ) t^ftss-e&So ] -easnas-efco, x 

(SO, ^-8% CH = CH, COXtiNR 27 (iif, 

5o ) Tf**n5*-C*>5 (fib, A^s (O) q R 15 
XliCOUftV\ ) , YilO, CONH, 
NHCOXiJNR 28 R 28 »**M^-X» t - 

niio~i 5©»-efe§ 0 } T?«sn«'fi:'&«xtt j t 

[0 0 10] 

t ftMJg^®: 3 ~ 8 <D*s? n Tfr*/vmi)m& 

Ltcmm^-m i ~ 3 roijK«xHc^tt«ii«©r^*^ 

^;vy u ~<y^/u/ <?sumt£i?tfm?btv 

5o C 8 _ 25 77^^£if±, K^^*8~2 5©ie« 

£. *9 9 ft/fr*. 17-^;^^?fV;H, 1 
7 , 17 -v^ f-iviyf J'rv'/H, -O-^ =3 -y^S, 
2 3-^f;Vfh7 3y;H, 22, 2 2-v ! ^f;vh 
y a^/uXftifas^rffena. c 1 . 20 7;i'^ii:ii 1 
ss^ifc 1-20 ©it:««x!i^«««»r /wdf/u* 
fc**u H*.tf*^«, a^ae, fy/n, 9- 
y f-z^-y/i'S, 9 , 9 - ~yy ^v^-y^s, a v-^ 

*ft^!is*rf fens. 7i^c 1 _ 3 7;^;HiS, 
tt§m»T/^^S£E* u flfctf^s^s, 2- 

7 a: -/Vxf/H, 3 - y a: rvK/P bT/HJfc iftf^if 

fe^5„ 

[0 0 11] *fc, ^Hfcfc^TBUSifffciSfrSifi 

mm. -y^yit ilk. 7^-/m, -^wy 

^yx/v*^ ^yi?y;vv*y$tfe 



9 A-f if ^"V t ©** if^f P,jx5 o 

5„ S; (1) t4oV>T, A(4S (O) q R 15 (^T\ 
qSt5R 15 i4ffrfBt^l«»T-fe5 0 ) T'ig^SSXfS 

Ttas; (5) 
[0012] 

Utl 3] 

.R ,a 



(5) 

[0013] R 17 , R ls Xt/Y ' ttffrfSt^S 

i|-efc5o ) -es^Ml^jL<, ^feictisR 15 
(r-r% R 15 i±Sutet^]««^fe5„ ) -c*snsai 

Xtest (5) -t?R 17 ^C0 2 R 19 (iif, R 19 i±HfrfB 

tuitirefcs,, ) t-i^iias-ei^ R 18 ^*jgjg 

R 15 R 1B l4C 1 _ 6 T/V'^/l'*-eS)So ) 

^tiSSXilS; (5) -C'R 17 ^C0 2 HT"fel9, R 18 ^ 

*ms^-T*&5*T&5o *fc, * (l) fc&^T, R 

(1) |z:*Sl^-C\ R 3 tt$f*L<^Jgil^8~2 5 

IXttRSWS^l 4~2 2 ©TATA'S, *t>»*L 
< fi^ig^ic 1 8ro7/^;Htfc5 t (1) left 

V^T, R 4 tt7K*JS^^f*LV\ S; (1) (Cfc^T, 

co 2 R 1 siiTls^; (4) 

[0 0 14] 
lit 14] 



(4) 

[0 0 15] i^tt© 5 ff4L<, ^fefcS (4) 1^ 

*5ti-5AttTIBS; (6) 
Mki 5] 



(6) 

[0 0 16] Sfc, XliOXH#fi##if4L<, $b 
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30i2tfW*LV\ lot, ^SICfe^tjffJLlW 
E G F£&#ffiffltt* ±SS©#* LV»WJU£©ifi*3- 

[0 0 17] *iPJ»VEGFg^frtt^JfiTfBra& 

1) A^s(0) q R 15 -T?^^ti5S-T?&S^- 

S:^®fa^itmifat^««T-fci9, a' »s(o) q R 15 



<R 2 , R' i± t-^A-g, ^'7^ h drv^O- 

"Cfc.5. 
[0 0 18] 
Htl6] 



HO Y (CH 2 )-X 
Hg ° ( 8 ) 



COgR 1 
( 7 ) 



(10) 



( R=CH 2 C0 2 R' ) 



YNy(CHj) n -X- 
4$ 0 



0 R 
C0 2 R' (10) 

C0 2 H 



( 9 ) 
=Jf-R 3 



r C0 2 H y_ R 3 



C0 2 Ri M3) 



^(14) . K - ^ ' 



[«£] 



,Y— R» 



(1 5) 
lit 1 7 ] 



(R'-t-Bu,X = N(C0 2 Bu-t)) 

(1 6) 



C0 2 H R ' 
(1 7) 



( R 1 = t-Bu . Y = N(C0 2 Eu-t )) " '(jq^ 

(1 7) 



(1) 

( A ' = SICH^OCh^OMe ) HO(CtD„S- 

" tq,R' 

(1 8) 



[0020] sc(7)©fls-&*ta:(8)©*^>'ifcfk^ 
t£m\%&Zo W&mtvrtt, i- [3- (^^/v 

T5/) ynbVH -S-xf/V^Mv'-l'n-itl 
irl-fc Kn^y</ hi) 7/-;v©i 5*. T 5 v 

/VAT 5 Kft £©KJfcfc:*«ttfti6il& if^fflt^^ 
5o (8) «3*^v|fc^-j|S!«jtcffi^fcn5*' 

(7) ©{b^%>i£S#ffiT£0S£*3ii:ScJ;oT<b 
5S (9) ©**9!©VEGF§*^m£iJ£#5ri:^ 
T?# So t LTtttf y y ^/VT 

[0 0 2 1] 5C(9)©ft^*©T5 KS**ft>Wfctttt 

0)©*3PJ©VEGFg^^n#J£#Sri 
#T?£5. rrTfflSSt Ltfi, *if{tlT hU PA, 

©5*>R^ch 2 co 2 r' <Dik-&m** mttf-^sta 
tl-artas-eta. 5tu i)©#/v*>$Ht^iiil§ 

■&SOflPfiET, S(l 2) COT 5 vtSlSS-Br-cad 3)© 
T5Kft^#5rtz)Stt5 0 JB^fllfcU-CHt, 1 
- [3- (i?*<?-fl'T%/) -fu^jV] -3-^3-;v% 
fl>i$*M 5 Vmm&t 1 -fc Kb^W h !)7-/- 

itftifjjsfflv^ns. *fc, s (is) <Dit&m-£, s 

(7) ©fb-g-^iS (14) CD-jrh^xA'Srb/l'^V 



* fc «: * v- ^ v 4 if ©rjs ic^m'mmmft&Tx 
#ftT\ 10 0t^f>2 0 o < c©w©?tatTSJSS-e- 

[0 0 2 2] S; (16) ©ft-a-%14, R^H-Bu, X 
«SN(C0 2 Bu-t)T'fc5S (1) ©ft-a-fe^ft^f 1 

(17) ©ftn^il. R^t-Bu, Y#N(C0 2 Bu- 

D-efcaa (i) <nib^*mfc*<?\sv*if<Dm&K 

^ffittft^ffi*, h y if©^^©«T 

KS«s*-c#5rfc!js-ct5. a (is) nqe&m 

fi, A' #JS (CH 2 ) m OCH 2 OMeffc5S (1) 
©ffc&*>£ * 9 J -vnfc if ©ffiST/v 3-;vtrF7t 

#5rt^-e#5 0 ftfc\ R^T/v^r/vS^fe^ R 4 
#T/V=^io& 9, XJiR^TA-^ 
v/A;V#^;V7;V^;UlfJ)5*IMOVE G FS^ft 
Sttffl!±, ^xx/vS^iR7k^#-r5ii«©^^P* 
#*PU ^ft^ftR^McS&IK^ R 4 ^#/v*>vvvS 
■<?*>■), XiiR 3 ^*/v#>>-T^^;v^7rfe5*^^ 

A' ^sR 15 ffe5 *3i§K © V E G F g^#:MS;*J (3, 
S 0 2 R 1B ThZ*%W<DV E G F&&mffiM\Z.m< 

rims. 

[0023] 2) a***; (2) xsiS; (3) -?S£fts 
s-e&sw-g- 

WikLX±.ttt (1) (CfcttSA^ (2) -C^S^S 
S-C&SW^oV^Tifi^So ^©fE^ffituSEi^S 
iTe&D, halott^n^JK^ Ri±**H^Sr^< R 

[0 0 2 4] 
[ftl8] 
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z r-H 

(1 9) 



(21) Cq,Ft> 



[«£] 



-err 



(2 5) 

[0025] a; (19) <n\Y&m t S (20) 

##£T\ JiSi&SPSEf, OWE) l 5 otiwBBoa* 
irT«#U S (21) COASTS:**. fliLT 

it, $g?# y 9 a, ksh- h y ^ a, ^»7K*-t h; ? 
a, h y $ 

^Kftifasffli^kftSo IliLtli, N, N-^f 
T ^ Hft if ©RjSK^fiHt Zlfim v ^ 6 
ttSfcusSt-c, S (2 1) <ntt&m*ffl&T fr* 

^nyyftiiiiiffiT, isftsif, owe 

1 0 0t;wM©aSti:TflE#U R i7 ^7KigJi:^XiiT 
/V^dr^/t^-A^Sr^frK, R^TKigJf^XfiT 
R^T/v^A-ST-foSS (2 

1) ©fll£*fc#5. i£*i:LTf4, &»#y9A x ft 

ht b y pa, ^SbkST h y 9 a, y ? 

A, KiHr^Aftif^v^tiSo SSi: LTS4, 

[0 0 2 6] 2fcV^Tf, #^5j?*^£&££&^5$;<2 

2) ro{t-e-*Sr#5o M^^tLTt4i£{lir^=>> 
A, i£HXi4Sit& if ro|S#eET-C»«Xtt^ Xfc if© 

-=y*7K ^e^^ifC0tt«*fflV^fcS«JS7C, 

;v s 4"J-fv ¥;VT;V=i—;Vt£ if ©KJSl-^ffittfti&ffi 
(2 3)OA/V^|iM^, 5t(2 4)©*HSW©ft 



£«l«:#5o «^Ji:bT(±, 1- [3- (v^fvKT 
tW] - 3 -^*f-frUAft*M 5 Kiffflfcfifc 
1 - t Kn^v^O-V h !1 Ty-/V©«t 5 ft, 7?yi 

Xf4S (2 3) ©#^*>ll£-jKftJ£ffll^;ft5*?£ 

icxm^^yitrnxiiu^mm^mcmw^ s (2 

2) ro-ft^*4:«aflWETRJ6S*5i:i:KJ:ort>a 
(2 4) o*»W©^-a-*Sr»Srfcas-e§5 0 Sfii; 

[0 0 2 7] SO 4)©fb^©T/V^r/Hlil4^*# 

^©VEGFStMKi (2 5) r#5it^| 
5 0 Y' *5NH-CS)5S; (2 4) ©<fbg^©#^f4, R 
^T/V^/V*, Y' ^N-T/V=¥/V-Cfo5^^©V 

ft, 7K*fbT h y pa, Tk^ft* y pa, 

/v*/^7 5 Kfc if ©SS^jStt&j^ft if ^ffi^b 
*i5„ R^T/l^^S, R 17 ^**^X!4T^3^- 
^*/wif^^SSr^ti>S, R 18 #2RiIfXli7;P3dr 
^#/wl?~/vg-?&5S(2 4)&US (2 5) ©^ISK 
© V E G F S^#:feirCffli4, X/WS£JP7.R#frf 5 
a^©^ffi^P7K^#L, ^h^R 1 ^**^, R 

JS^-X ii* /v*' * vW*T* & 5 #3SH © V E G F S^f* 

SStflJfcSK ts. -hfES (1) t*s»t5A^ 

SO) t?S$n5S-C*)S*5S«©VEGFS^ 



[0 0 2 8] 5£ (1) •C^$H5ft-a«Xfi ; t©ES|Ui 
!^£tt5i&±, J:l3VEGFg^frtt#t#J£LT, # 

£veg F ^li-^-t-S^JSrof&SlflXtF^rolJjg^^v^ 
Tffiffl£^5„ *»WOVEGF^#JStn3Wl4, VE 
GFggf-O^yF (VEGF) O^^BiF-t-S 

:iiat)VE G F##tt©jfcff rt$iftfl&i«£Pfl§ 
U j4L^»f^SrPl*i-5t>»'e&!3, SfcVEGFfcJ: 

5A < ffSiitt^3i^Pi*1-5'b®-efc2 )o :rt\ ve 
GF^w^i-5^ss.t> , «^ttt!4, mff, m»m 
■\imm&ATf^<Dm<Dmm&, mmmvy-??-, mm 

te©-£A-m, vegf coptst i s^ffiroefe*^^ 

[0 0 2 9] ®ttl<#l4«*E&tm©#Ilf 

SJWIWiSlilLfif ttffit;: £ & $ ftfe - £ 

egf \y^/u<D±^-tmm\H<D^f£sk < em^.t<Dm^ 

:EOTfflB8BI#tfS&5£itfS*^£ft-0'>5 (New Engl. 
J.Med. , |R3 3 1*, ^1 4 8 OH-fgl 4 8 71, 1 
9 9 4^) 0 fjfc, f-;K?3|HIf|m^7 :: X-^V^T}rCVE 
G F tpft^e y ? n — S-^l- i!) VEGF 
Stt&flJfWr* t iffS^WI ZtlSZb (Arch. Opt 
halmol. , f 1 14t, I66I-I71I, 1996 

^fcmmmv&mc i 9 wsiktif^^wj ^ 

£ (Am. J. Pathol. , f 156t, f 6 9 7l-f7 0 7 

h, 2000^) asa^sft-o^o et±j;»), veg 
[0030] ©#ttM»y 

#ttBi» y <y^^-&^(Dskm v e g F«i^?Af;:it-< 

WE^flSffi-efc 9 , ^mifBff(-*5V^TV E GFfflltf 
m*.LX^&Zbt>m j £ZtlXi3'9 (J. Immunol., f 1 
5 2t> 04 149I-I4 156I, 1 9 9 4^), 

mmoj&mzvE GFtm<m^Lx^?>^t 

fiVEGF gLJhSS-^ t i. 5 jipf «Bfe#fftB $ tlX 
(J. Immunol. , f 1 64t> ^5 9 2 2I-®5 9 
2 71, 2 0 0 0^) o 

[0031] ®mMM.m 



vegfij, isttM^jfet (ofsimas^x i>mwmm 

SrWcLTV^ t#X.e>HT^5 (Biochem.Biophys.Re 
s.Commun. , 111 6 1 H 8 5 ll-f 8 5 81, 1 

9 8 9¥) „ vEGFit yy^-—?, Ilt!)y^i, 

# # fcUftfc J; t«j»S## < © H JfcSfflB*"?*: 
^jtjtLTv^ridS&ibftT^S (Nature, f36 
2t, S841I-I8 4 4I, 1 9 9 3^, Biochem. 
Biophys. Res. Commun. , fl 83t, f 1 1 6 7W~W, 

ii74i, 1 9 9 2m o mmmmfrbftmztitcv 
egf!±, sk^ftfemmmmmcftfe-tziF-xii/y* 
•f—ew3k»#bm&+5 iiia?) jhtrt sauna &*! 

tW-^L-CV^5t#^fcnrV^5 (Oncogene, f 5#, 
S5 1 91-^5 2 41, 1 9 9 0^; Science, f 2 
5 5t, |?9 8 9JC-JI9 9 11, 1 9 9 2*fi „ ^ y 

^^tt^TVVii&^T, ffiVEGFt/^D-t/Vft 

i o r asana jfi^aiM £ ax a r t $ ax 

T*5 5 (Nature, f3 6 2t, £ 8 4 1 R-fg 8 4 4 
H, 1 9 9 3^) , VEGFg^frS^Jii, «*©@ 

nmm^n Lx^mm^^-r^. t&&&ztix^ 
s. 

[0032] ©*jks*?ip**wa©ffisii^^a« 

vegfb, *©jlitf^tt^fMK:J:5?M0>*£ 

I^T, vy^VEGFSWV/^ [mF 1 t (1- 

3) ] h i gGoli^^x^^oS^-ti^ffiSlt&U 5 

*ifflC0ffl]Slj^#^$nTV^5 (J. Clin. Invest. , flO 
4#, %\ 6 1 3H-JH 1 6 2 01, 1 9 9 9#) „ 
[0 0 3 3] *|SBfl©VEGFS«frft$T;ffll4, VEG 

f ^p^5^»©fe«^ E<ommm^ bnz 1 1 

Mnxmmnmc&5--tz>^ttfx%& 0 Z<d 

m^-mmnmi, n-ftfvm. mum. mm. mi v 
n-^j, mmi ^y-A#j, mmm, m\, 
Sifrtmte t*xh<o, \^-rtih'mm<nmm$m mx-\t, 

|12SjEB*II*tSjlt5*S) tioTMS-f 

srtm^. r.tib(D^mma, ,#^©g«, ¥ 

if) , S^ffl (M^«, fc Kp^r^ctVUr/PP- 

fry^mw, 9fr9H.V) , («^ 

(4, ^ASrf&«-f5*&-X?l 0 1~2 0 0 Omgffc 

9, r*tsr i b i Hxttftia^tria-^-f s. r©s 



3r itfs-ct5 0 

[0 0 3 4] 

mmm] m&m u 4 - 1 k n * ^ssmm ^/v 

i^ir/V 35.5 g St52-^nn-5-=hn^SWI 
yt^/V^^/V 50.2 g SrN, N-^f/V*/VA7? 
K (DMF) 500 ml fcjgt#P Lfc*g«lC#Mc£fflfc» y 9 
A 48.4 g SrAPx., 8 0t:tT3NfHK#bfc. 



MeO,C, 



iiU 2- (4-^h^>AM'=/V7i/^>') -5 
-=hBgIWf^T/V (jK£ : 10 3-10 
5°C) 67.7 g£#fc (TfBS^S: (2 6) ) . 

[0 0 3 5] 

[ftl9] 



■ NO 



[0 0 3 6] JlfHSJSS; (26) X'm^WL&tfo 11. 6 g 
tr^y— /V 300 ml VcW&^tzMfeMz.^ 1 0% 
^'r^^-M 1.00 g ^JPx.T7X»»H^T, 



2 : 3t«) ^rflfjaft, y^y-^t- 

XI- (4-^h^>*M^7iy^> 
5 y £A#Sfe* fvtoi^x/V (St& : 1 4 4 
°C) 8. 53 gSrftfc (TfBS^ (27) ) „ 

[0 0 3 7] 

[ft 2 0] 



io%Pd-C t M ^ c -0^ gy^ 



[0 0 3 8] ±|SSJSS: (27) XWcit-^m 3. 88 g 
, 3- [4- (^^rvvl^^) 7i=A-] 
tf^Vifc 5. 40 g , 1 - t Kd df->^4 W h 'J 7/-;W 
7jC?P» (HOB t • H s O) 2.37 g Ml - [3- (5? 

iggtig 4.95 g ©jl-a^tN, N-^fM^75 
K 150 ml SriPx., 8 0 °C\CX 7 B#W8S# Rfcm 

ic^Mx.xmm^McxmmL, Gmm&mu&m. 



COJUe O DMF 



Dvh^77>f- (-dff-^ : K«3:^=2 : 1 (CT 

»W) fcTWKBL y ^y-;HctSISf H L-r^»i 

(HLpK : 9 3~9 5°C) 5.02 g&ftfc (TfESJSS 
(28)). 
[0 0 3 9] 
[ft2 1] 

.OC, 8 HL, 7 EtN=C=N(CH 2 ) 3 NMe 2 -HCl 



C0 2 M. 
C0 2 Me 

[0 0 4 0] DHit092] 3-b Ka*->M»f 
/Kn^/V 35.3 g &tF2-^nn-5-- hn^l^ 
gt^/Kn^x/V 50.0 g £N, N-yyf;V*/^7 
5 K 400 ml fc&fcLfcEWElilfeK&Bfcfr y 48.1 
g £JPx., 8 0°C(CT3B^jt#Lfc o S^SI-tK^D 



(2 8) 

glfi^f/H^T/l- (US : 9 7-9 9°C) 75. 4 g 

(TfBSJSS: (29) ) „ 
[0 0 4 1] 
[ft 2 2] 



-10- 



C0 2 Me c0 2 Me 
(2 9) 



[0 0 4 2] ifBSJSS: (29) XWcit^ 75. 1 g 

4r^/— ;v 1500 ml icMMZttclgt&mz, 1 0% 
^•^^^A-SI 6.53 g SriPx.T7K*»ffl^T. 
6 ERASES* Lfc 0 KJ£*&5ftLT**&Kt*U 



/W=2 0 : ldTfgtti) ttiSU 5-T5/-2- 

^^^/v (jffeffitt^K) 68.i g £»fc (tihmjSS; 

(30) ) 0 
[0 0 4 3] 
[ft 2 3] 



CO.Me m 



[0044] JitasjSS: (30) xmzik&m 2.09 g 

, 3- [4- (t^f^t^i') 7i=*] 
t°^!? 2. 90 g , 1-tFc =3rv-0-y* h D T -/—/v 
*fB^Jl.06 g RXll - [3- (v^fvWT? /) 7*D 
bf/v] -3-^^v*yu^v ! -i' 5 FiMSktM. 2.01 g cDjg 
&mz*i, K 25 ml SriPx., 

s otia 1 ^HI#ifc„ BumK*.&%a*.xmtx- 



(i'PPtoVA : H«^gvV=2 0 : 1 fCTlgttj) tCT 
y ^/-/H-TSfe B B B LTfb^2 (ibft: 9 
0-9 2°C) 3.45 g£#fc (TIBSJSS; (3 1) ) „ 
[0 0 4 5] 
[ft 2 4] 



,OC 18 H 37 EtN^C-NtCH^jNMez-HCl 
j H0Bt-ll ; O 



[0 0 4 6] mm\ 3 ] i mjwtm 2t« 
©taf^t±?i, — na^c (32) xmzti, r 31 ~r 33 , 

nRVXtm 1 Xi4* 2 (^-f «ig<75ft^«J 3 ~ft£^ 

2 (r^-To 

[0 0 4 7] 
[ft2 5] 



[0 0 4 8 

mi] 



R 32 

.,J7 



-11- 





K 


D 32 

R 






D 33 
R 




<b*fe 3 


0O 2 Me 


H 


2 




C, B H J7 


51-53 


it£%! 4 




H 


2 




C, s H aj 


144,5-146 


ft£fe 5 




H 


2 




C| B H„ 


71-73 


ft£«I 6 


n 


H 


2 




C, B H 37 


106-110 


ft^ta 7 




H 


2 




C 18 H 37 


96-98 


ft1§-«j 8 




H 


2 




C| 8 H 37 


111-113 



[*2] 





R 3 ' 


R 32 


n 


X 


R 33 




ft*tt s 




H 


2 




C 18 H 37 


116-118 


ft£* 10 


H 




2 




C18H37 


96-98 


ft** n 


H 




2 




C lg H 3 , 


90.5-91.5 


ft**** 12 


H 




2 




C l8 H 37 


101-104 


ft** ia 




H 


1 




Ci 8 H 37 


114-115 


ft** 14 




H 


3 


0 


CiaH 3 3 


94-96 



[0 0 5 0] mm 4 ] Sitfl 1 <DR!t^ (26) i 3 ml fttfcEflST ^ ^= ? (ffi^T >^ 

l^«®S^!-J: l 9#btxfc2- (4-^ bdrvoM^r; o.05 g , * 0.95 ml ) Sr^X., 8 5°C(tri 

/V7x=/Vf^ -5-- hnglf ^f/n^fyv 0#MJfc#L;fc <> SJSiS^lfet^ n n *W SriPx.T-1r 

1.09 g XU^iH. 75 g CD^W-^y^PtVKT/V H^T^il, ^ P P*/VA(CTgfe#bfc 0 



-12- 



SAWM^/^*^ WfettttMI) 0.996g 



(TIBSISS: (33) ) „ 
[0 0 5 1] 
Ut 2 6 ] 



.N0 2 



(3 3) 



ioo5 2] mmn<DRm& (2 8) tmmmmuz 4)). 

«t t) , JllBK^S: (33) 7?#fc^ft^Mtl^!l 15 [0 0 5 3] 

QK£ : 1 1 5-1 1 7t) (3 Ut27] 



.NH 2 



.oc, 6 h 37 EtN=C=NCCH ! ) 3 NMe 2 -HCl 
HOBt-H 2 0 



C0 2 Me 

<fc^«8 1 5 

[0054] mm 5 ] 4 1 mmommz «t 

5, -JttS; (3 5) R 34 StJ«R 3B *S*3tCg« 

[0 0 5 5] 
[ft2 8] 



R 35 



[0 0 5 6 
[*3] 



[0 0 5 7] DH&H6] 4 
Stf2-7/VtP-5-=Fo$,lfi 15.4 g£N, 
N-^f/V*M7^ K 500 ml (^»Lfc»«!-: 
22.9 g Xt«B»* 0.462 g 





R 34 


R 35 






A 


H 


89-91 


ft&fo 17 


H 




117-119 


<b^& 18 




H 


105-107 



ot:i;:T3igflW, l 4 o°cic 

U #rWLfcB#££ffiLTft£$iJ 20.6 g £#fc„ 
iifBf&^iJ 20.6 g SrN, N-^f;V*W7 5 K 



-13- 



500 ml izmffi^tzmWifcMfctffflt* V VJ± 14.1 g R 
XfaWttfA' 19.3 g SriJPx., ^Ulcx 2B#W«#L 



^<?MzmW&, 5oiLT5-- bo- 2, 4' -^5 
/~£&#S*^7<^vV:e;*7vV (Hl& : 2 0 5-2 0 6 
°C) 13.5 g 5r#fc (TfBSJSS: (3 6) ) „ 

[0 0 5 8] 

Ut 2 9 ] 



[0 0 5 9] 1 ©SlSsS (2 7) RXfKfcX (2 

8) t^ioima'), JifES^S: (3 6) xmzit 

^mfrbikSmi 9 (»£ : 1 2 8~ 1 3 0°C) £#fc 



O 

EtN=C=N(CH 2 ) 3 NMe 2 -HCl * 
H0Bt-H z Q 
DHF 



(3 6) 

(TIBSiSS; (3 7) ) < 
[0 0 6 0] 
[ft 3 0] 



C0 2 Me 




[0061] mim 7 ] mm e t p«»»fi^ «t 

9> (3 8) R 36 ^S4(C^i-ffiJgcD 

[0 0 6 2] 
[ft3 1] 



OC 18 H 3J 



[0 0 6 3] 
R4] 





R 36 




-rt-&«o 20 




115-117 


iti$%> 21 


a?" 


119-121 



[0 0 6 4] 8 ] 524 mgCDft^ 1 £rN, N- 

^/f/v*/vAr? k 20 mi 

«f hy?A (6 0%) 45 mg , 3\$M$ 3 
f)V 211 mg £JP^ l?aCT9 0^WLfc„ 

i&* i£ T gfe^^ , * ^ K T ftjSft L /Co 

2 2 (gtk : 6 0~6 2°C) 330 mg£#/i (Tf2S^S; 
(3 9)). 
[0 0 6 5] 
[ft 3 2] 



-14- 



(3 9) 

[0 0 6 6] [SIi9]ft^3,ft^lO > |^ 

® 1 4 l 9 tem^XWMM 8 £ ^«cD*^?r 

ffV\ (4 0) -CS$^ R 37 ~R 3S \ n,&tJ*X 

as« 5 t^1-flfig»ft^«b 2 3 -ffrg* 2 6 &Wfc„ r. 

[0 0 6 7] 
[fl23 3] 



fl3-&«9 2 2 
[0 0 6 8] 
[«5] 



R 3B 





R 3 ' 


R ,8 




X 


R 39 


ittACC) 


23 


CO/to 


H 


2 




C, e H 37 


33-34 


fc&fe 24 






2 




C, 8 H 37 


77-79 


*fc-&!& 25 






3 ' 


0 




78-80 


<b«* 26 


M« 


H 


2 




G|$H 37 


73-75 



[0 0 6 9] [M&mi 0] 4. 17 gOft^l 3r=^/ 

SP« h y ?A 2.38 g , zK 40 ml) £JPx.T 

8 0°CfcT3. 5l$|WJfc#l,fc. SJ£«i-5%igg?£jD 



fc„ #P,^fc@fl£S:5 0~7 0 < Ct-C«tEE¥y!ftU 
«2 7 (]R£ : 2 1 3-2 1 5t) 3.64 g £r#fc (T 

iss^s (4i)). 

[0 0 7 0] 
lit 3 4 ] 



NaQH 

¥ 
EtOH 



[0071] xmbtitzi^m 2 7 <ommmtfi<o 

*V 2 1 0 < CtTHMft#5K#a^-^^««S^fc <> 
-hiajsi5lc^"e#bnfc-ft:-^ 2 7 co 2 5°c, 12 o<c&. 



ft6*2 7 (4 1) 

^b, it^m2 7^i4 3oc0S H B B #JF^^#ft-T5r fc«J 

[0 0 7 2] [fijgfij 1 1 ] 6. 40 g<Dik&$o 2 Stt 1 h 9 
t KP77y (THF) 60 ml S^?/^ 60ml id 



-15- 



?A 3.69 g, * 60 ml) £rtiPx.T6 0°Ci^T 

i . 5 mmmw l± 0 Ritrn^ i o %s»*jp^.riitt 



fc@{*Sr«lIf&S>U 8 : 2 0 1-2 0 

5°C) 6.00 g (TtaSJSS: (4 2) ) . 

[0 0 7 3] 

Ut 3 5 ] 




CO a H 

(t^«2 8 (4 2) 

[0 0 7 4] «IMl2]ft^3~ft^2 6^ [0 0 7 6] 

^T»jgM 1 ORxmm 1 1 t R««)*f^Srm\ - I* 6 ] 

jks; (43) r 40 ~r 43 , nxtfxasaefc 

Lit 8 2 9 Mfc-a* 5 2 

r ft 6) ©{frg*©i»£ flHr-cg 6 ft L£ 8 (c^-f 0 

[0 0 7 5] 
[fc3 6] 




COjH 

(4 3) 







R 4 ' 


R 4Z 




X 


R 43 


■utec) 


it£te 29 




H 




2 






184 1B6 


It^fe 30 




H 


H 


2 




C„H„ 


248-254 


it£«3 31 




H 




2 






170-173 


it-Sti! 32 




H 


H 


2 




C 1g H 37 


183-167 


lt£fe 33 




H 


H 


2 






156-160 


<t£«! 34 






H 


2 




C„H 37 


200-208 


ItSfe 3S 




H 


H 


2 




C, E H 37 


215-225 


,b£ft 36 


H 




H 


2 






212-216 



[0 0 7 7] 





R 40 


R 4 ' 


R 42 




X 


R« 




■ffcsa 37 


H 


ccyi 


H 


2 


- 


c ie H 37 


289-291 


it-km 38 


H 




H 




- 


C„H„ 


214-219 


it£ta 39 




H 


H 


< 


- 


C„H 37 


212-217 


<b*ft 40 




H 


H 


3 


0 


CeH, 


200-205 


ItOtVi 41 




H 




2 


- 


C I8 H 3J 


198-203 


1t#& 42 




H 


H 


2 


- 


C la H 37 


194-198 


43 






H 


2 






246-248 


44 




H 


H 


2 




C, a H 3 , 


221-223 



x=r-jttJMS*SiM-. 

[0 0 7 8] [$8] 
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R 40 


R 4 ' 


R 4J 


X 


R 41 




Kiito 45 




H 


H 


_ 


C, S H 37 


230-235 


46 




H 




— 


CnH 17 


235-240 


It^ft 47 


cc 


H 




— 


C„Hj 7 




1b*«j 48 




H 


Me 




C, B H 37 




fc^fe 49 


CO,H 




Me 




C, e H 3 , 




it£to SO 


H 


HO.0-0-0 


Me 


— 


C, 8 H 37 


125-130 


<b£«J 51 




H 


Me 


o 




127-129 


<b£«5 52 








2 — 


G,bH 17 


172-177 



x«r-ji**«e£*-f. 



[0 0 7 9] DH3fi«l 3] 
t^St^/I^n^TVU 10.02 g £N, N-v^fvW* 
/VAT? K 100 ml K*«|Lfci(fSl!ak»T, 1 5%t< 

^^^■^•ij-f^v-r b y ^AiMS 23.92 g 

U 3 0#jf#L7c o S«WIC**1P*.TB»^^/HC 

£fiSc#j£S«^/V-^ ^f-MCTSfeilU 2-^ 
;vf 5 -= h PglfS^ f ;n^f/v (it& : 1 
2 6. 5-12 7. 5°C) 8.76 g £#7C (TIBSJ&* 

(44)), 

[0 0 8 0] 

[ft3 7] 



MeSNa 
DMF 



MeS' 



CO z Me CO^e 

(4 4) 

[0 0 8 1] JlfSS^S: (44) -e#fcft-a-« 8.71 g 
RtJ 5 ®^ 21.41 g ©il-^fttei-f y/nW;i'3-/v 

20 mi RrfmkT>^~vj*7S<.mi& (.mtr-y^-yj* 

0. 62 g , * 11. 5 ml ) grin , 8 S'CKlT 1 0#K 



^^p^-x^/v .^E-f-Wc-CWagftU 5-75; 

- 2 - ^ f ;vf ^-g,lf f ;vx^r;v (IMS: 9 6 
~9 8°C) 7.38 g £r#fc (TfBS^5£ (4 5)). 

[0 0 8 2] 

[ft 3 8] 



.NO. 



NH.CI 



MeS 



NH 2 



C0 2 Me 



iprOH 

(4 5) 

[0 0 8 3] ±8BRj&5t (4 5) ■xm-fc.fc&m 2.00 g 

, 3- [4- {ir? ffis/vir^s) 7i^] T'n 

tf^Vgt 4. 24 g , 1 - fc Kp * h U T 

*fP*2. 06 g 1 - [3- (^f^T5 7) 7"p 
tW] - 3 -ai^/vyj/VJf-^-r 5 Kfi^S 3.89 g (DM 
-&m\ZN, N-^fM/U7 5 K 200 ml SrTJPx., 
8 0 o Ci'T7^rP B W#L/t o R)£?«t*^7JPx.Tft^ 

TW£Lxmm%.&mz*f';-Mcxft%i§,L, it 



&m 5 3 (MM : 1 1 5 ~ 1 2 0 °C) 3. 87 g 

(TfBSJSS; (4 6) ) . 



[0 0 8 4] 
Mfc 3 9] 



NH, jjPyX^H,, EtN.C»N(CH,) 3 NMe,-HCI 

' ! HOBt-HjO 



C0 2 Me O 



fl5£*J 5 3 

[0 0 8 5] DHitW i 4 ] ±tss^s: (45) -ettfc 

{b-a-* 1.50 g RXI4- 9?*/ fr***/) 7ii 

A-ftlt 3.08 g £N, N-^f^MT^ K 70 ml 

imMLtmm^ 1 - 1 Kn^-^yy > y r/-;v 

1.23gRlFl- [3- (Wf^r?/) -f 
n tVH - 3 -3ifvv#/vj}?i?>r 5 2. 92 g Sr 

iPx.. 8 0ttt2. 5fifRS#L,t, SiS^^7k*(- 
v?*f til L fc B#«r *> 1R LtftftM V # ^ 



(46) 

;v : ^ty= 8 : i : l fcztigW) fc-CffiJUH, * 
o*;U-^?7-;W:TSfi|,U <^ft5 4 (B> 
£ : 1 2 1 ~ 1 2 3°C) 2. 59 g fcftfc (TflESJ&S; 

(4 7) ) . 

[0 0 8 6] 

Ift4 0] 



EtN=C=N(C4) a NM % HCI 
HOBt-HjO 



OCymie 

fb#W 5 4 

[0087] DH5fi« 1 5 ] mmm 1 3 1 ^«cD«wt- 

±D, (48) R 44 ~R 4S , n&tfX 

S94^l«ii ^^-r«it«ft^ 5 5 

[0 0 8 8] 
[ft4 1] 



[0 0 8 9] 
[*9] 



CO z Me 
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R" 


R i5 


n 


X 


R 45 


R 4 ' 


R 48 




ft** 55 


MeS 


H 


Z 


_ 


H 


H 


OC m Hm 


112-114 


ft** 56 


MeS 


H 


2 




H 


H 


OC 2Z H« 5 


115-117 


ft** 57 


MeS 


H 


2 


_ 


H 


OMe 


OC 13 H 37 


113-115 


ft** 58 


MeS 


H 


2 




H 


H 


NHCOC, 7 H J5 


162-166 


ft** 59 


MeS 


H 


2 


_ 


H 


H 


0(CH z ) 3 C0 2 Me 


132-136 


ft** 60 


MeS 


H 


2 


- 


H 


H 


0(CHj) 5 C0 3 Et 


110-113 


ft** 61 


MeS 


H 


2 




H 


H 


OCCH 2 ) 7 CO;,Me 


112-115 


ft** 62 


MeS 




2 




H 


H 


0(CH z ),CO z Me 


106-109 


ft** 63 


MeS 


H 


2 




H 


H 


(XCH^COjMe 


108-110 


ft** 64 


MeS 


H 


2 




H 


H 




154-157 


ft** 65 


MeS 


H 


2 




H 


H 




138-158 



x=r— jtt*fe^$*-r. 

[0 0 9 0] [f 10] 





R" 


R 45 




X 


R 46 


R 47 


R" 




ft** 66 


MeS 


H 






H 


H 


OC I5 H 3 3 


1H-115 


ft:** 67 


MeS 


H 






H 


H 


OC 14 H M 


110-112 


ft** ea 


MeS 


H 








H 


OC ti H M 


107-109 


ft** 69 


MeS 


H 






H 


H 


NHCOC 17 H 35 


162-165 


ft** 70 


MeS 


H 






H 


NHCOC„H 35 


H 


160-163 


ft** 71 


MeS 


H 






NHCOC, 7 H 35 


H 


H 


174-176 


lb** 72 


MeS 


H 




0 


H 


H 


OC )6 H, 7 


88-90 


ft** 73 


MeS 


H 


3 


o 


H 


H 


0C 16 H M 


109-111 


ft** 74 


MeS 


H 


5 


0 


H 




OC„H zs 


121-123 


ft** 75 


MeS 


H 


7 


0 


H 


H 


OC, z H 25 


110-115 


ft** 76 


MeS 


H 


9 


0 


H 


H 


OC 10 H 21 


96-97 


ft** 77 


MeS 


H 


11 


0 


H 


H 


OC 8 H 17 


102-105 


ft** 78 


MeS 


H 


3 


0 


C0 2 Me 


H 


OC„H M 


105-107 


ft** 79 


MeS 


H 


5 


0 


COjMe 


H 


OC, 4 H M 


83-85 


ft** 80 


MeS 


H 


7 


0 


CO ? Me 


H 


OC l2 H 25 


83-86 



x=r_jttJHi*$**. 

[0 0 9 1] [Sll] 
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R M 


R 45 


n 


X 


R 4i 


R 47 


R 4 * 




fb£fo bi 


MeS 


H 


0 


CH=CH 


H 


H 


OC„H 37 


113-115 


ItSVl 82 


MeS 


H 


0 


_ 


H 


H 


0C„H 3 , 


112-114 


<t£* 83 


MeS 


H 


0 


_ 


H 


H 


NHCOC 17 H 35 


187-191 


itiS® 84 


MeS 


H 


0 


_ 


H 


NHC0C„H, 5 


H 


141-144 


85 


MeS 


H 


0 


_ 


H 


H 


CONHC, 6 H 37 


206-209 


86 


MeS 


H 


0 


_ 


H 


C0NHC„H J7 


H 


148-152 


fcfcfc 87 


MeS 


H 


0 


- 


H 


OC 10 H 2 , 


H 


122-124 


88 


MeS 








OC 10 H (1 








<t£* 89 


EtS 


H 


1 




H 


H 




108-110 


^o'ife 90 


PrS 


H 


1 




H 


H 


OC la H 37 


100-101.5 


fc&tt 91 




H 


1 


— 


H 


H 


OC 18 H 17 


93.5-97.5 


1b#«3 92 




H 


1 


— 


H 


H 


OC„H 37 


79.5-80.5 


1t£*?5 93 


H 


MeS 






H 


H 


0C ie H 3 , 


103-105 


94 


H 


EtS 


2 




H 


H 


OC„H 37 


93-97 


-fb^«B 95 




PrS 


2 






H 


0C„H a7 


89-90 


<t£ftl 96 


H 


PhCH 2 S 


2 




H 


H 


OC ti H 37 


97-99 



[oo9 2] mmn e] m&mi 3 cos u 5) -e 

WcikSm 253 mg *sj;tf4- {irt 

s<l/-J '4 Mfr^x.*f-;V^X.<? )V 591 mg 1 4 



■ NH 2 

Ji + EtO, 



7 (ifl& : 114-1 
5°C) 450 mg (TIBKJS3; (4 9) ) . 

[0 0 9 3] 
[ft4 2] 



<k^«l9 7 

[0 0 9 4] mm I 7] Kig^l 5i^i®ifft 
±D, (50) ft, R 49 ~R 51 ^^12i^ 

jfrtmm.<»tt&® 9 s &#fc 0 ^ims hm 1 2 ^ah* 

[0 0 9 5] 
[ft4 3] 



[0 0 9 6] 

mi2\ 





R 49 


R 50 


R 51 




it-S® 98 


H 


MeS 


OC le H 37 


100-102 



[0 0 9 7] [»®Ml 8] 1.20 g <r>\Y&ms 3 £ 
N, N-^f;i/*;UA7 5 K 50 ml tc^lLfd^fg 
iOK^T, 3^{L7tf-/P 250 ill Rxim^mit^-h 
WJ* (60%) 120 wZtiaz-rmmcx 2 st 

L7c 0 S6t3^f/P 500 ^1 

hV V A (60%) 120 mg S:7JPX.T^?a^T 3 . 5 
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m^fr : 9 n n A = 1 : 1 : 1 dTMti) t-Tff [0 0 9 8] 

1U ft^«9 9 (M: 6 5. 5-6 6. 5 °C) 867 [ft4 4] 

mg £r#fc (TIBSJSS: (5 1) ) „ 



(5 1) 

[0 0 9 9] 19] 6. 60 g (D\t^m 5 4 

N, N-^f;i/*;^7 5 K 150 ml Lfclg* 
3 <J->\> 1. 5 ml ^Wfilfek*^ b y A (6 

0 %) 678 mg ^1)W7LXmUKX 2 . 5 BfflSffLfc. 



COjMe 

1 KT»ffl) Et«SL > ftv*«U 0 0 (it& :60~ 
6 9°C) 5.29 g (TIBS^S; (5 2) ) 0 

[0 10 0] 

Mb 4 5] 



(5 2) 

[oioi] mm 2 o ] ^ftmwjss-r zim*m 
&®i5 3zmnbLx, -»a (53) -es^ft, r 52 

~R 54 , nWXiSSl 3 t^l-SJgCOft-a-ft 1 0 1~ 

1 0 4 £#fc 0 fife, ft** 7 3 , ft** 8 1 , ft** 
8 9~9 2*uPrh \.xm^xwkm\ 8X«M^0iJl 
9iU*©MS;m\ (5 3) xm^ti, R 52 

~R 5 \ n&tfX^l 3C*tia©ft^*l 0 5~ 
ft*^l 1 0£#fc o d ft t>*l 3iC 

flHt-c*-*-. 



CO a Me 



[0 10 2] 
Ht4 6] 



C0J.M9 



[0103; 

[*1 3] 





R 52 


R M 




X 




ttjftfC) 


ft** 101 


MeS 


Et 


2 




Ci 8 H 37 


48-51 


ft** 102 


MeS 




2 




C 18 H 3 , 


52-53 


ft*1S 103 


MeS 


CHjPh 


2 




C, a H 37 


80-82 


ft** 104 


MeS 


CH z CO z 'Bu 


2 




C, a H 37 


55-57 


ft** 105 


MeS 


Me 


3 


0 


C 16 H M 


79-81 


ft** 106 


MeS 


Me 


0 


CH=CH 


C t «H J7 


103-106 


ft** 107 


EtS 


Me 






C I8 H 3 , 


50-51.5 


ft** 108 


PrS 


Me 


1 




C, a H 37 


57-58 


It** 109 




Me 


1 




C 1B H 37 


70-74.5 


It** 110 




Me 






C 16 H J7 


48.5 50.5 



[0104] \M&®\ 21] 777 mg (D\t^m 1 0 4 £r 

j&ft^i^ 5 mi imm^t-mmi^- v y 



5 ml SriPx.. ^jatTlNFM«#Lfc„ S)S«£r»J± 
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77 4— f^BB tfVl'A : ft^^/V= 3 : 2 irTjg [0105] 
m CTWHL, 1 1 (jR£ : 1 0 2-1 0 6 [ft 4 7] 

°C) 750 mg £r#fc (TfHK)SS; (54) ) „ 



(5 4) 

[0 10 6] mm<\2 2] 200 mg CQft^ 111* 
N, N-^f;V*M75 K 1.0 ml LfcSfffi 
(C, ^ 5 yi£g?i& 60 mg h y a^A-T 5 V 
50 mg £rN, N-^f;V*M7 5 K 0.5 ml tCgfflP 

V— ,MtfP& 82mg&01- [3- (Wf;WT5 
y) T^fcW] - 3 -SLf-A^AA^'M 5 K£lfc& 117 

mg zMz.rmmcr immmwLtiv menc^ua 



1 1 2 (gl£ : 1 1 9 ~ 1 2 1 °C) 135 mg £r#fc (T 
ESJSS; (55) ) „ 

[0 10 7] 

Hfc4 8] 



E1N =C=N (CHjJaNMej- HC1 
HOBt H s O 
DMF 



(5 5) 

[0108] 23] 900 mg CDft-g* 1 1 1 * 

N, N-^fA-*A-A75 K 25 ml K:**Ufc*iK 
dl, 1— i? (p-7 = ->vl/J y^;WT$^ 351 mg , 
1 - 1 K p ^ ->-< V V* h U T y* — P$J 278 mg & 
tfl- [3- (-^f^75y) 7"nfcf/l/| -3-^f" 
;V*;V/jf^-f 5 Kfi&tS 526 mg %MtlX8 0°CCT5 



CO a Me 



ft^-fe 1 1 2 

= 3 : lte-C*ffl) CtiSL, 1, 1-5? (p-T= 
iy/v) ^ fvuT 5 Fft-g* QHA : 12 7~12 9t) 

808 mg Sr#fc (TfESfSS; (5 6) ) . 

[0 10 9] 

[ft4 9] 




EtN=C=N(CH ! ) a NM^HCI 
111 HOBt-h^O 



[0 1 1 0] (5 6) X-mtzi^m 498 mg £Jgft.y 

io mi imMi-tzmmzi?* 3-^*^7 j k i. 

3 ml &tFb y 8 ml SrJn*., SE(;T4 



tifcfiiisftsry y a y/« 7a?p?f^77^- 

(^ P *M:S|if/V=l : 9KTSfW) CTt 
Kb, {fc£*l 1 3 (BIS : 113-11 6°C) 367 m 
g (TfBKJSsS; (5 7) ) . 

[0 111] 

[ft 5 0] 
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0 ° i Cf"'"' asae 



CO.Me 



[0112] DHjgM 24] 383 mg tfXfrg* 65^I (5?) KT»S«, ^W^-WrSJfgft LTft^tJ 1 0 5 
it/J-Uls 5 ml (C^ffLfc^MiC h y 7;^P|» 5 : 1 6 5 ~ 1 6 7 °C) 302 mg (TtHJxiS 

ml ^JPX, ^S{CT2P^1«« J Lfc 0 KJfc*«r«ffT 5t (5 8) ) 0 

f * Ltf fcfi4it^-> i) *^V*7 A ^ n v f ^7 [0 113] 

74— {?uri-fc/V& : 5 : ICtSfH)) [ft5 1] 



(5 8) 



C0 2 Me 



A' 



COJH 
NHC^H,, 



[01 14] lWk®\ 25] 800 mg (D{[^#3 5 3 
ft^^I/V 50 ml WKSS^fcffi-^W^^nnii 
&B.$B (mCPBA) 290 mg £fiP;LT^?fifrT 1 B# 
bfc„ § fe (C pi 9 9 P d iiSJBL#tt 33 mg fcJn 



L T#fc«/±fi£t) £ y * 7 A * n -v h ^ 7 

7^- (^PP*/VA:Stxf;V=l : lttSffl) 
irTflfML. fk^rtll 1 5 QHA : 6 5-6 7°C) 697 

nig (TER&St (5 9) ) 0 

[0 115] 

[ft5 2] 



[0116] [»ig«2 6] 2-^nn-5-=hn^ 
IfSt -^Ao^tvi^/B^T, Kigali 1 3«SJS 

(44) m^±ifmtmmftmi / f&m\ 

f-ir- 5 - = hnglfi t -zff->V3u*>r>v : 

112-11 3°C) (TtaS^S (60)). 

[0 117] 
MS5 3] 



1 1 5 

jsSS; ( 6 l ) ) . 

[0 119] 
[ft5 4] 



J?" 



iptOH 

(6 1) 



(60) 



CO z tBu 



[0118] Jitss^s: (6 0) -ewfcft^&ffl^ 

t, mmn 3©5oss; (4 5) r-^fc^&t^x© 

7 6~7 8°C) (TIBS 



[0 12 0] 4-75;73:y-;P 15.0 g ^N, N- 
v^^fM^AT^ K 300 ml Lfc^OcfeKM 

^*y>7A 28. 5 g ^MTctzM.. somi-^p^ 

it9 9?-)iv 46.0 g SfJPx., 8 0^3. 5^rHaE 
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>V : ^np*M=5 : 1 : 1~1 : 1 : HCXWUi) 

4- (d-^^^/V^v-) 7^!)y (Hfe: 95-9 
7°C) 20.28 g &#fc (TfaHJSS; (6 2) ) . 

[0121] 

[ft 5 5] 



OH 



C la H 37 Br 
K,C0 3 



H E N" 



(9 2) 

[0 12 2] _h|BSJSS: (6 2) T'#fcft^ 15.0 g 
%mk?3-U>- 500 ml fcSfcLfcjSSfc h y a^A-T 
5 ^ 8.4 g 2fcl£lJJ8*5?- t -T'^V 11.8 g £M 
X., S?BtT15. 5H#KjK#Lfc„ RiSfg^lP^ 

A=3 : 1 : lfcTigm) KTSSU N-t-^h* 
S^/VtfrvV- 4 ^xvvV^v'T- D V (it 

A: 6 6 ~ 6 7 °C) 12. 53 g £r#/c (TfHS/SS ( 6 
3) ) 0 

fr -V OC i 8 H a , BrCH COf 



[0 12 3] 
lit 5 6 ] 



^OC, 8 H 37 



fBuOCO^O 
Et 3 N 



CH.CI, GO z tBu 
(6 3) 

[0124] JifBKSS; (63) XWcit^ 500 mg 
SrN, 5 K 3ml 

icm&fcmit-r fp^a (eo%) 70 mg ^jp^-cs 
mcxi omm, ^p^ssb^/^*^ 370 

m^mmy^y^^xnm^it, mm^m 

>fyy-<-~ (^-fy : : ^db*W = 

4:1: lKT»ttt) fcTflffliU N-t-^h^V* 

J->yif/VxxT/V ($*l£tttt%ff) 471 mg 
fc (TfBSJSS; (6 4) ) „ 

[0 12 5] 

lit 5 7] 

■°C, 8 H 37 



[0 12 6] ±ESJSS: (6 4) Xm^it-^m 200 mg 
£r hyt Yuyy-y 2 ml lk&x.9 j—iv 2 ml 

A 92 mg, 7K 2 ml) -IrJPx., gfiKT 3 0 ttWlMW L 



N- t -^>^-->*/V/Jf-/v-N- [4- [ft? 9?*/ 

>VJr**y) 7i=;V] (life: 8 9~9 2. 5 

°C) 170 mg fcfcfc (TffES^ (6 5) ) 0 

[0 12 7] 

[ft5 8] 



O I 



[0 12 8] ±fBS^ (6 1) -C#fcfc3^&tf±lS 6) ) . 

(6 5) xmcit&mzm^x, mm uros [0129] 

(46) xhmm 1 4 1 mm<DmYf*ft\<\ it& ut 5 9 ] 

ftne (?^lt&tttt«) (TES^S: ( 6 
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XT 



C0 2 tBu 



O COjBu 



EtN=C=N(CI-y3NMaj-HCI 
HOBt-H,0 



MeS-V ° ^ 
C0 2 tBu 

ft^fe 1 1 6 

[0130] mmi2 7] 3- (4-75/7! = 

©KfSi* (6 3) T-i&-<fc*^i:^#co^SrtTt\ 3 
- [4- (t -7 frtf-frTS./) 



°C) fcfcfc (TfBSSS (6 7) ) „ 
[0131] 
Ut 6 0] 



7 2 — 7 3. 5 



.NH 2 (BuOCO^O 
Et^N 



[0132] Jitasjs^: (67) x-'&t^t&m 2. 03 k 

£N, N-i?^f;V*M7? K 20 ml t^$A?Lfct§ 
?«(r?fttt7K*{t:^ hy^A (6 0%) 436 mg Rtf 1 - 
7'v*ryf??7 s J}>- 2.67 g Sr^fitrT^Px., 4 0°CS>1 



f->- : ;v : ? Dti*M = 4 : 1 : 1 ttl 

W) i-T*fSU 3- [4- (N-ti'^fi'A-t- 

3vVoi*X/V («fetetttl«) 1.59 g (TIES 
JS&St (6 8)). 
[0 13 3] 

[ftei] 

Art, 



[0 13 4] ±|aS*JS* (6 8) T'#fcfk^^^ 

r, Ws&M2Q<de&5& (6 5) r*»^fc*&t[^#© 

g;ff^Tl\ 3- [4- (N-^^f'^-t-^F 



£ : 4 6-4 8°C) £#fc (TIBSSS: (6 9) ) « 
[0 13 5] 
[ft6 2] 



2 NaOH 



(6 9) 

[0136] Wm 2 6 COSJSS: (61) TJ#fc-ffr&tt St (70) ) , 

Rn±mRit^ (6 9) -tit/t^tf^ffl^T, %mm [0137] 
1 3 ©sfss; (46) ximmm 1 4 1 amvim&ft ut e 3 ] 



C0 2 tBu 



C0 3 !Bu 



EtN=C=N{Chy 3 NMa;- HCI 
HOBt- H 2 0 



CQ 2 tBu 

[0 13 8] DRjgW2 8] 1.69 g ©-ffr&ttl 0 9* 
Th7tKQ77y 15 ml * 7 -/V 5 ml [cm 

SLfciliUMM 2 ml ^JPX., 5 0°ClZ.X 2 2. 



(7 0) 

77^f- (-^"T^ : ftg^^ : ^PD*M= 1 
2:2, 1:3: l&Xt^-^f-^ : gffifc:n?7V= 1 : 
^-CWftSfW) fcTfftgU ft-a-fel 1 8 : £ 

2 . 5 ~ 9 4 °C) 1. 27 g (TtaS^S; ( 7 

1) ) . 

[0 13 9] 
lit 6 4] 



(7 1) 

[0 14 0] D»3fiM2 9] ffrg* 1 1 0, ik&®)9 1 

v\ -JKS: (7 2) -c«sn, R 56 Mm^Sl4|:* 
1i?f jtrofba* l l 9H^fti 2 lSrWfco iixe><o 

[0141] 
[ft6 5] 



[0 14 2] 
Mtl 4] 



COjMe 

(7 2) 







R 55 




1b£fe 119 


3 


Me 


385-40 


ft£«5 120 


2 


H 


66-70 


1t£fc 121 


3 


H 


101-110 



1 1 8 

[0143] IW&W 30] 850 mg <D\Y&m 9 9 &7 1 
h7t KC77V 10 ml TAtfa:*/— ^ 10 ml 

577 mg , * 10 ml) fc^*., 5 0t|:t4 5^#L 
fc„ S^i-ftiS^^P^T^tttL, «fWbfc@#S: 

fc;ixfcHtt«:i*J£*£*U fli^ttl 2 2 (H£ : 1 0 6 
~1 0 8°C) 770 mg fc#fc (TfBSJfcS; (7 3) ) 0 

[0 14 4] 

[ft 6 6] 
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1b&4) 9 9 




(7 3) 

[0145] 31] 1 ) 5. 27 g <D{t&fo 1 0 

0 £rx h 7 t 50 ml / — 50 ml 

!J ?A 3. 52 g , * 50ml ) &M?L, 5 Ottt 1 . 5 

n»Lfc. kssjc i o %mmitm*.xwt&t u 

U ft 1^3 1 2 3 : 10 4-106 

°C) 4. 93 g £r#/c 0 2 ) 254 mg CDft-g-^ 1 0 0 £rx 
1-7 fc Kn77V 3 ml J—fr 3 ml(^#L 

fcSfffitzicBfefu-?- h y (*g£ft^- h y <j a i 



NaOH 

fc6* 1 0 0 H,Q 



[0147] 3 2 ] ft 1^3 5 3 MfcS-& 7 6 4 ^ , 

ffc-fr* 6 6 ~ft-£t) 9 0 , fc&m 9 3 ~ft£* 9 8, ft 

^iioi MbS-tt 10 3, ft£* l o 5-ft-a* l o 
8, ft£*i i i~ft-a*i l 5SWb^i i 8Mb 

-a-»i 1 9£ffli^-cieg«3 oxut*iisw3 1 tiHiai© 

JftfP&fiV, -JR* (7 5) -CSSn, R 66 ~R 6 \ n 
RVXi*$Ll 5fc^L*l 8K*Hffifi^ftl 2 4 

[0 14 8] 





R 46 


R 57 






X 


R 53 




R 6 ' 




ft** 


124 


MeS 


H 


H 


2 








OC l8 H 37 


185-194 


ft** 


125 


MeS 
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«Mm, 1*1 C»»-C©*ffl8 (VEGFW) P©*#yhffi 
8Hcm-5t*Rfb^-*!lW©^jK3' bffi«©% (T/C) 

[0 16 9] T/C (%) = (Wlfc{b£*P»**V h 
ffia/afJBS©*^ hmW xioo 

[0 17 0] 
[*2 3] 





T/C(%) 


it£®} 27 


44.8 


4b£tt 123 


38.5 



[0 17 1] 

fs*^m^J(4, w^ttifijgffi, 



-33- 



(51) Int. CI. 7 

A 6 1 P 9/10 
11/00 
13/00 
17/06 
27/02 
27/06 
29/00 



10 1 



9/10 
11/00 
13/00 
17/06 
27/02 
27/06 
29/00 



35/00 
37/02 
43/00 
C 0 7 C 235/38 
313/36 
323/59 



35/00 
37/02 
43/00 
C 0 7 C 235/38 
313/36 



JtQfCW*AE*SH3TB24#Hi- ±jEM 
(72)»lfi# {£11 J£?P 

Jfc£fl$ftftEi*ffl3Tg24#l-* *j£® 
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TAISHO PHARM CO LTD *JP 2002 193800- A 

2000.12.22 2O00-391704(+200OJP-391704) (2002.07.10) A61K 
31/216, 31/192, 31/27, A61P 7/00, 9/00, 9/10, 1 1/00, 13/00, 17/06, 
27/02, 27/06, 29/00, 35/00, 37/02, 43/00, C07C 235/38, 313/36, 323/59 
New anilide derivatives are VEGF receptor antagonists, useful for 
treatment of diseases caused by angiogenesis or promoted vascular 
permeability e.g. diabetic retinopathy, rheumatoid arthritis 
C2002-166201 



DETAILED DESCRIPTION 

Anilide derivatives of formula (I) and their salts are n 



B(7-D4B, 10-A10, 10-B2, 10-B3, 10-B4, 10-C2, 10-C4, ' 

10-D3. 14-C3. 14-C9B . 14-F2. 14-F2F2 , 14-H1, 14-L6, 14-N3, 14-S4) 

.14 . . 

Ri = Horl-6Calkyl; 

R 2 = H, 1-6C alkyl, 3-8C cycloalkyl(l-3C)alkyl, phenyl(l-3C)alkyl, 

CH 2 C0 2 R 5 or CH 2 CON(R 6 )R 7 ; 
R, = 8-25C alkyl, (CH 2 ) p C0 2 R„ or (CH 2 ) 3 CONHCH(R 1 2)CONHR 13 ; 
p= 1-20; 

R H =H or 1-6C alkyl; 

R 12 = Hor(CH 2 )C0 2 R 1 4; 

R 13 = 1-20C alkyl; 

R M = H or 1-6C alkyl; 

R4 = H, OR 9 or CO2R10; 

Rg, Rio =H or 1-6C alkyl; 

A = S(0) q Ri5, or a group of formula (i) or (11); 



-co 
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r CH=CHC0 2 R 22 ; 



, 5 = 1-6C alkyl; phenyl(l-3C)alkyl or (CH 2 ) m ORi6 
= 2-3; 

, 6 = Hor CH3OCH2; 
2 = O, S or N(R 24 ); 
M = Hor 1-6C alkyl; 
= CHorN; 

, 7 = H, C0 2 R 19 , CH 2 C0 2 R 2 o, CH 2 CH 2 C0 2 R 21 
19 -R 22 = Hor 1-6C alkyl; 
is = H or CO2R23; 
23 = 1-6C alkyl; 

25 = H or C0 2 R 26 ; 

26 = Hor 1-6C alkyl; 

= bond, O, CH=CH, CO or N(R 27 ); 

27 = H or (CEU),COCO; 

, = O, CONH, NHCO or N(R 28 ); 

28 = H or C0 2 C(CH 3 ) 3 ; and 
= 0-15. 



ACTIVITY 

Antidiabetic; Ophthalmological; Antirheumatic; Antiarthritic; 
Cytostatic; Antiinflammatory; Circulatory. 



>r brain edema caused 



MECHANISM OF ACTION 

Vascular endothelial growth factor (VEGF) receptor antagonist; 
Antiangiogenic. 

USE 

The anilide derivatives are used as vascular endothelial growth 
factor (VEGF) antagonists for the treatment of diseases caused by 
angiogenesis or promoted vascular permeability such as diabetic 
retinopathy, rheumatoid arthritis, solid tumor 
by ischemic re-perfusion disorder (claimed). 

ADVANTAGE 

The anilide inhibits angiogenesis or promoted vascular 
permeability by inhibiting vascular endothelial growth factor (VEGF) 
dependent vascular endothelial cell proliferation. 

EXAMPLE 

To a mixture of methyl 2-(4-methoxycarbonylphenoxy)-5- 
aminobenzoate (3.88 g), 3-[4-(octadecyloxy)phenyl]propionic acid 
(5.40 g), 1 -hydroxy ben zotriazole hydrate (HOBt.H 2 0) (2.37 g) and 1- 
[3-(dimethylamino)propyl]-3-ethylcarbodiimide hydrochloride (4.95 

IJP2002193800-A+/1 
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g) was added dimethylformamide (150 ml), and the mixture was 
stirred at 80 °C for 7 hours. After ordinary work up, methyl 2-(4- 
methoxycarbonylphenoxy)-5-{3-[4- 

(octadecyloxy)phenyllpropionylamino}benzoate (5.02 g; m.pt. 93 - 

95 °C) was obtained. 

(34ppl37DwgNo.0/0) 
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